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DETAILED ACTION 
Status of the Application 

This Office Action is in response to applicants arguments filed on 1/20/2006. 
Claims 5-6, 12-27 have been cancelled. Claim 1 has been amended. Claims 1-4, 7-11, 
28-46 are pending and are examined herein. Applicant's arguments have been fully 
considered but found persuasive to withdraw the objection and double patenting 
rejections over US Patents 6,630,466; 6,680,345; 6,919.325 only. The remaining 
rejections are the provisional obviousness-type double patenting rejection over 
Application No. 10/736,264 and the USC 103(a) rejection, which are maintained for 
reasons of record. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described 
as set forth in section 102 of this title, if the differences between the subject matter sought to 
be patented and the prior art are such that the subject matter as a whole would have been 
obvious at the time the invention was made to a person having ordinary skill in the art to which 
said subject matter pertains. Patentability shall not be negatived by the manner in which the 
invention was made. 

The factual inquiries set forth in Graham vs John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 
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Claims 1-4, 7-11, 28-46 are rejected under 35 U.S.C. 103(a) as being obvious 
over Freund et al. (WO 97/01329 in German, equivalent to US Patent 6,491.897, PTO- 
892) in view of Hochrainer et al. and Wolf et al. (of record). 

Freund et al. discloses a propellant free pharmaceutical composition comprising 
the active agents or combinations of active agents including tiotropium bromide and 
salmeterol (see 6,491,897, the title, abstract, col.1 line 66 to col. 2 line 15, especially 
col.2 line 5, 8, 15), which is in a form suitable for inhalation administration, i.e. use in 
nebulizers (see abstract and col.2 line 1). The pharmaceutical composition of Freund et 
al. comprises acids such as hydrochloride acid, sulphuric acid, phosphoric acid (see 
col.2 line 60-64) which form a pharmaceuticaily acceptable salts with the active agents, 
and also comprises adjuvant (see col. 5 line 14-15), and water and ethanol (see col.1 
line 40-48) wherein the pH of the solution is in the range of 2-7, especially 3-4 or 3.2-4.5 
within the instantly claimed range (see col.2 line 66-67,. claim 2-3), and cosolvent such 
as isopropyl alcohol, polypropylene glycol, glycol ether (see col.1 line 51-58), and 
flavoring and ascorbic acid and other adjuvants (see col.2 line 62-64). The propellant 
free pharmaceutical composition therein is useful in a method of treating obstructive 
lung diseases such as asthma (see col.1 line 11-15). 

Freund et al. does not expressly exemplify the particular combination 
composition of tiotropium bromide and salmeterol. Freund et al. does not 
expressly disclose the effective amounts of tiotropium bromide and salmeterol in the 
composition herein to be administered. Freund et al. does not does not expressly 
disclose the compositions therein contained in single preparation or two separate 



Application/Control Number: 10/054,567 Page 4 

Art Unit: 1617 

preparations. 

Hochrainer et al. and Wolf et al. teach the claimed tiotropium and salmeterol 
respectively as old and well known in combination with various pharmaceutical carriers 
and excipients in both a powder and liquid form useful for atomization. Hochrainer et al. 
teach tiotropium and other asthma, and COPD medicaments in combination with 
polyalcohols, (page 5), EDTA (page 5, line 26), benzalkonium chloride (page 5, line 66), 
vitamin C (page 4, line 58). These compositions are taught in the particle size range 
(970) page 5. line 10-15), pH (970) page 4, line 60-62) and encapsulation schema 
herein envisioned. These pharmaceutical formulations are taught as useful for treating 
COPD and asthma, viewed by the skilled artisan as indistinguishable from that use 
herein claimed. 

It would have been obvious to a person of ordinary skill in the ad at the time the 
invention was made to employ the particular combination composition of tiotropium 
bromide and salmeterol, and to optimize the effective amounts of active agents in the 
composition herein to be administered, and to store the combination in a single or two 
separate containers. 

One having ordinary skill in the art at the time the invention was made would 
have been motivated to employ the particular combination composition of tiotropium 
bromide and salmeterol, since the combinations of active agents including tiotropium 
bromide and salmeterol in a propellant free pharmaceutical composition is disclosed by 
Freund et al. Thus, any combinations of active agents including tiotropium bromide and 
salmeterol disclosed by Freund et al. would have had the reasonable expectation of 
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success as used in a propellant free pharmaceutical composition for treating obstructive 
lung diseases such as asthma. 

Additionally, one of ordinary skill in the art would have been motivated to 
optimize the effective amounts of active ingredients in the composition because 
tiotropium and salmeterol respectively are old and well known to be used in treating 
COPD and asthma according to Hochrainer et al and Wolf et al. Thus, the optimization 
of the known amounts of the known active agents to be administered is considered well 
within the skill of artisan. 

Moreover, one of ordinary skill in the art would have reasonably expected that 
combining tiotropium and salmeterol both known useful for the same purpose, i.e., 
treating COPD and asthma, would improve the therapeutic effects for treating the same 
diseases, and/or would produce additive therapeutic effects in treating the same. 

It has been held that it is prima facie obvious to combine two compositions each 
of which is taught by the prior art to be useful for same purpose in order to form third 
composition that Is to be used for very same purpose, the idea of combining them flows 
logically from their having been individually taught in prior art. 
See In re Kerkhoven. 205 USPQ 1069, CCPA 1980. 

Further, the patient pack, e.g., a single or two separate containers, is all deemed 
obvious since they are all within the knowledge and conventional skills of 
pharmacologist to conveniently assist the user and prescriber for easy dispensary of the 
medication. 

Thus the claimed invention as a whole is clearly prima facie obvious over the 
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combined teachings of the prior art. 

Response to Argument 

Applicant's arguments and the declaration of Alexander Walland, under 37 
CFR 1.132, filed June 6, 2005 have been fully considered but are not deemed 
persuasive as to the nonobviousness of the claimed invention over the prior art as 
further discussed below. 

Applicant's argue that (the Examiner fails to provide a specific teaching in either 
Hochrainer or Wolf to the claimed combination and there is no teaching, suggestion, or 
incentive in Hochrainer or Wolf to modify the singly specifically exemplified composition 
containing the combination claimed herein. 

Applicant's arguments are not found persuasive. In this case, the primary 
reference cited herein, Freund et al. discloses a propellant free pharmaceutical 
composition comprising the active agents or combinations of active agents including 
tiotropium bromide and salmeterol, which is in a form suitable for inhalation 
administration, i.e. use in nebulizers (see abstract and col.2 line 1). The pharmaceutical 
composition of Freund et al. comprises acids such as hydrochloride acid, sulphuric acid, 
phosphoric acid which form a pharmaceutically acceptable salts with the active agents, 
and also comprises adjuvant (see col. 5 line 14-15), and water and ethanol (see col.1 
line 40-48) wherein the pH of the solution is in the range of 2-7, especially 3-4 or 3.2-4.5 
within the instantly claimed range, and cosolvent such as isopropyl alcohol, 
polypropylene glycol, glycol ether, and flavoring and ascorbic acid and other adjuvants. 
The propellant free pharmaceutical composition therein is useful in a method of treating 
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obstructive lung diseases such as asthma, as instantly claimed. 

Thus, any combinations of active agents including tiotropium bromide and 
salmeterol disclosed by Freund et al. would have had the reasonable expectation of 
success as used in a propellant free pharmaceutical composition for treating obstructive 
lung diseases such as asthma. 

Therefore, the disclosure of Freund et al. has clearly provided the motivation to 
make the present invention, a propellant free pharmaceutical composition comprising 
tiotropium and salmeterol or their salts. 

Moreover, Hochrainer et al. and Wolf et al. have been cited by the examiner 
primarily for its teaching that the claimed tiotropium and salmeterol respectively as old 
and well known in combination with various pharmaceutical carriers and excipients in 
both a powder and liquid form useful for atomization and in methods for treating 
asthma, and COPD. 

Thus, the claimed invention is clearly obvious in view of the prior art. 

Further, Applicant's declaration (of Alexander Walland) under 37 CFR 1.132, is 
insufficient to overcome the 103(a) rejection herein. The testing results in the 
declaration merely show that a single combination of tiotropium bromide in 3 |ag and 
salmeterol hemisulfate in 6 ng or 12 |ig. Note that unexpected results to rebut the prima 
facie case, the scope of the showing must be commensurate with the scope of the 
claims. In re Coleman 205 USPQ 1 172, In re Greenfield, 197 USPQ 227, In re 
Lindener, 173 USPQ 356., In re Payne, 203 USPQ 245. In the instant case, the 
evidence in the examples herein is also not commensurate in scope with the claimed 
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invention and does not demonstrate criticality of a claimed range of the ingredients in 
tlie claimed composition, and in the claimed range of the ratio of tiotropium and 
salmeterol. See MPEP 716.02(d). 

Therefore, the evidence presented in Applicant's declaration herein is not seen to 
be clear and convincing in support the nonobviousness of the instant claimed invention 
over the prior art. 

For the above stated reasons, said claims are properly rejected under 35 U.S.C. 
103(a). Therefore, said rejection is adhered to. 

In view of the rejections to the pending claims set forth above, no claims are 
allowed. 

Conclusion 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Yong S. Chong whose telephone number is (571)-272- 
8513. The examiner can normally be reached on M-F, 9-6. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, SREENI PADMANABHAN can be reached on (571)-272-0629. The fax 
phone number for the organization where this application or proceeding is assigned is 
(571)-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 



YSC 




